Lazy leukocyte syndrome' J M Goldman MB MRCP N Foroozanfar MD PhD B G Gazzard MD FRCP J R Hobbs MD FRcPath Westminster Hospital and Medical School, London 
SW]
The lazy leukocyte syndrome was first described by Miller et al. in 1971 in two children with recurrent infection. They had normal humoral and cellular immunity with a neutropenia, but adequate numbers of neutrophils in the bone marrow. Intracellular killing and phagocytosis were intact, the defect being in the mobilization of functionally normal neutrophils in response to chemical and inflammatory stimuli. Further cases have been described by Constantopoulos et al. (1975) and Yoda et al. (1980) . The patient now reported has many features of the syndrome but differs in that skin window mobilization test and chemotaxis were normal. T-cell subsets have been examined for the first time in this context, and in addition a characteristic abnormality of actin distribution within the neutrophils has been demonstrated.
Case report
The patient, a 35-year-old woman, was the second of monozygotic twins. As a child she was always the weaker and suffered with frequent upper respiratory tract infections. Her tonsils were removed at the age of five. After the menarche she had frequent episodes of lower abdominal pain diagnosed as 'spastic colon'. She married at 24 and subsequently had recurrent urinary tract infections. Between 1974 and 1979 she delivered two normal infants and had two spontaneous abortions. After the second child she developed salpingitis which did not respond to three months of antibiotics. She was admitted to hospital for hysterectomy, and leukopenia was noted; the uterus showed endometriosis. After surgery she continued to suffer with chronic malaise, sore throats, cervical lymph nodes, chest infections and conjunctivitis.
Further investigations were initiated because of these symptoms and the neutropenia. The white blood cell count was 3.4 x 106/1, with 1.2 x 106/l neutrophils. Bone marrow, immunoglobulins, complement levels and T-cell function were normal. There was no cyclical variation in neutrophil count, nor any relevant drug history. Phagocyte function tests were performed according to the method of Foroozanfar (1974) . Mobilization after exercise and random mobility was defective; response to inflammatory stimu-1Case presented to Clinical Section, 11 February 1983. Note inhomogeneity and loss of peripheral distribution of actin in A: this is typical of the lazy leukocyte syndrome lation and chemotaxis was normal. Actin distribution within the neutrophils was abnormal and similar to that described in others with the lazy leukocyte syndrome (Foroozanfar, in preparation) ( Figure 1 ).
Some of the patient's symptoms were suggestive of chronic glandular fever, and antibody studies showed that the anti-Ebstein-Barr (EB) virus capsid antigen was present in a titre of 1:512, early antigen titre was 1:8 and EB nuclear antigen titre was 1:16. Anti-EB virus specific Tcell memory was low-normal. The low early antigen titre suggested the possibility that the patient failed to respond normally to EB virus.
The patient's T-.cell subsets were also examined: the total lymphocyte count was normal, OKT3 (total T) was normal, OKT4 (helper/inducer) was 57%, OKT8 (cytotoxic/ suppressor) 19%, representing relative deficiency of OKT8 cells.
On the assumption that the patient's ill health was due to persistent EB virus infection, she was injected with thymic extract (thymosin); this normalized her T-cell subsets but failed to induce a sustained clinical improvement. Her twin had also had an attack of glandular fever and her Tcell memory was stronger; however a transfusion of these lymphocytes into the patient failed to improve her clinical state. A course of acyclovir was also ineffective.
Her family was investigated and the identical defect found in her twin sister. Two of their children showed abnormal mobilization of polymorphs in response to exercise, and continue under investigation (Figure 2 ).
Discussion
In 1974 Boxer et al., using chemical means, demonstrated an abnormality of actin polymerization in the neutrophils of a child with abnormal phagocyte function. With an immunofluorescent technique we have confirmed an abnormality of actin distribution in our patient's neutrophils, which conforms to the pattern described in other patients with lazy leukocyte syndrome. This abnormality may relate to the poor mobility of the cells.
The T-cell subset ratio of OKT4:OKT8 cells was abnormal, although this may simply reflect a response to a chronic viral infection, as is suggested by her current clinical condition. The relevance of this to the lazy leukocyte syndrome is uncertain, as T-cell subsets have not been measured in other patients. T-cells are programmed by antigen-presenting-cells, mostly specialized monocytes with dendritic processes, and interact with the DR (=Ia in man) receptor of T-cells (the OKT4 antigen itself) to release interleukin-1 which then initiates T-cell clonal expansions. It is possible that in the lazy leukocyte syndrome inadequate dendrites form. In two other patients T-cell deficiency has already been observed and was corrected by irradiated parental cells sharing one haplotype (Hobbs & Chambers 1980) . In that the twin sister of the present patient may not have had adequately primed T-cells, we will be using irradiated leukocytes from the patient's normal brother to try and improve T-cell responses. This is the first case in which family studies have been performed, and her twin sister has an identical syndrome. It is very likely that the two children have the same abnormality as they have a defective polymorph response to exercise. As it seems unlikely that both sisters married a man carrying a gene for this condition, it appears likely to have been inherited as a Mendelian dominant. '(1980) The treatment of benign intracranial hypertension is controversial. In many patients the disease is self-limiting with no permanent sequelae, but a significant minority of patients loose either visual acuity or field. Medical management has involved treatment with steroids, acetazolamide, diuretics or repeated lumbar punctures, or purely observation until remission; surgical decompression of the raised CSF pressure is usually reserved for severe cases with established visual loss. No controlled trial of any therapy has ever been performed and the efficiency of any medical treatment in this selflimiting condition is circumstantial.
We report a case of established benign intracranial hypertension in a young girl, where medical treatment appeared to be undesirable. She had very early signs of optic nerve damage. We elected to perform a unilateral optic nerve sheath decompression, the rationale being that this fairly simple procedure would protect one eye, leaving the other to allow the disease progress to be monitored, with the option of decompressing this optic nerve sheath at a later date if necessary. Optic nerve sheath decompression is a relatively straightforward ophthalmic procedure, similar in style to a squint operation; it therefore has advantages over the more major neurosurgical procedures usually used to relieve raised CSF pressure.
Case report
A 13-year-old Caucasian girl was first seen in March 1981 complaining of nonspecific intermittent bifrontal headaches, mainly at night, two or three times a week for 9 months.
Physical examination revealed only bilateral chronic papilloedema. There were no focal neurological signs and her weight was normal. Menarche had occurred at age 12. Menstruation and endocrine status were normal. Haematological and biochemical investigations were normal, as were skull and chest X-rays. The CT scan showed slightly small ventricles ( Figure 1) . CSF pressure was elevated at 230 mm of CSF, but was otherwise normal. 1Case presented to Section of Ophthalmology, 13 January 1983. Accepted 19 July 1983 2Present address: St Thomas' Hospital, London SE1 0141-0768/84/020141-04/$01 .00/0
